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DETAILED ACTION 

1 . This Office is responsive to Applicant's amendment and response filed 6-29-07. 
Claims 48, 50, 53-55, 57-60, 62, 69, 70, 73 and 75 are pending. Claims 48, 50, 57, 58 
and 75 have been amended. Claim 61 has been cancelled. 



Objections/Rejections Withdrawn 

2. In view of the Applicant's amendment and remark following objections are 
withdrawn. 

a) Objection to claim 75, page 2 last 3 line and page 3 first 3 lines is withdrawn in 
light of applicant's amendment thereto. 

b) Rejection of claim 75 under 35 U.S.C. 112, first paragraph, page 3 is withdrawn 
in light of applicant's amendment thereto. 

c) Rejection of claims 48, 50, 53, 57-62 and 70 under 35 U.S.C. 102(b) as to 
reference Siegal et al, page 6 last paragraph and pages 7-8 is withdrawn in light of 
applicant's amendment thereto. 

Claim Rejections Maintained 
35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 
The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

3. The rejection of claims 48, 50, 53-55, 57-62, 69-70, 73, and 75 under 35 
U.S.C. 112, first paragraph, as failing to comply with the written description is 
maintained for the reasons set for in the previous office action. 

Applicant arguments: 
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A) The Applicants submit that the specification teaches numerous structural 
limitations of SNAP-25 that result in a toxin-resistant SNAP-25 and/or toxin-inhibitory 
SNAP-25. 

With respect to toxin-resistant SNAP-25s, the specification teaches that 
alterations of the P1 and/or PI' residues of a botulinum cleavage site in SNAP-25 
produces a toxin-resistant SNAP-25. For example, the specification teaches that that 
alterations of the P1 and/or P'l positions of a botulinum cleavage site in SNAP-25 
produces a toxin-resistant SNAP-25 and discloses at least 15 single-substitutions that 
produce a toxin-resistant SNAP-25 molecules and over 36 multiple substitutions that 
produce a toxin-resistant SNAP-25 molecules. See, e.g., pg. 13, line 25 through pg. 14, 
line 8; pg. 15, lines 14-29; pg. 22, line 14 through pg. 23, line 8; and Examples 1 and 2. 
As one instance, FIG. 3 of present specification teaches that changing the endogenous 
QR amino acids comprising the P1-P'l positions flanking the cleavage bond of botulinum 
toxin A to QT, QA, AA, AK, KH, or WW result in a toxin-resistant SNAP-25. As another 
instance, the present specification teaches that changing the R located at the P1 
position flanking the cleavage bond of botulinum toxin C1 to A, S, T, D or E produces a 
toxin-resistant SNAP-25. As yet another instance, the present specification teaches that 
changing the I located at the P'l position flanking the cleavage bond of botulinum toxin E 
to F, G, S or N produces a toxin-resistant SNAP-25. Additionally, the present 
specification teaches that changing the RQIDRIM sequence comprising the cleavage 
site for botulinum toxin E to PQIKRIT results in a toxin-resistant SNAP-25. Lastly, based 
on the present specification, a person of ordinary skill in the art would reasonably 
expect that insertions, which disrupt the P1-P'l cleavage sites, would result in a toxin- 
resistant SNAP-25. 

As another example, the specification also teaches that deletion of residues produces a 
toxin-resistant SNAP-25. As one instance, the present specification indicates that 
amino- terminal deletion of residues 202-206 of SNAP-25 creates a toxin-resistant 
SNAP-25. See, e.g., pg. 17, lines 19-26; and Examples 1 and 2. As another instance, 
the present specification indicates that amino-terminal deletion of residues 1-141 of 
SNAP-25 creates a toxin-resistant SNAP-25. See, e.g., pg. 20, lines 8-18; and 
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Examples 1 and 2. A person of ordinary skill in the art would reasonably expect that 
similar deletions, such as, e.g., deletion of amino acids 1-140, 1-139, 1-138, 1-137, 1- 
136, 1-135, 1-134, 1-133, 1-132, 1-131, 1-130, etc., would behave similarly the toxin- 
resistant SNAP-25 having amino acids 1-141 deleted. The present specification also 
discloses that combining the amino-terminal and carboxyl- terminal deletions will also 
produce toxin-resistant SNAP-25s. See, e.g., pg. 20, lines 8-18; and Examples 1 and 2. 
With respect to toxin-inhibitory SNAP-25, the specification teaches that alterations of the 
P1 and/or PI' residues of a botulinum cleavage site in SNAP-25 produces a toxin- 
inhibitory SNAP-25 and discloses many examples. See, e.g., pg. 18, line 21 through pg. 
19, line 4; pg. 29, line 19 through pg. 30, line 28; pg. 37, lines 6-28; and Example 1. As 
such, the substitutions and insertions discussed above would also produce toxin- 
inhibitory SNAP-25S. In addition, the present specification indicates other alterations 
also produce a toxin- inhibitory SNAP-25. For instance, substituting the Q197 with C 
results in a toxin-inhibitory SNAP-25. 

As another example, the specification also discloses many deletion-based alterations in 
SNAP-25 that produce a toxin-inhibitory SNAP-25. See, e.g., pg. 29, line 19 through pg. 
30, line 28; pg. 35, lines 22-25; pg. 38, lines 5-12; and Examples 1 and 2. As one 
instance, the present specification indicates that amino-terminal deletion of residues 
198-206 of SNAP-25 creates a toxin-inhibitory SNAP-25. See pg. 29, lines 27-29. As 
another instance, the present specification indicates that amino-terminal deletion of 
residues1-180 or 1-186 of SNAP-25 creates a toxin-inhibitory SNAP-25. See pg. 30, 
lines 18-28. A person of ordinary skill in the art would reasonably expect that similar 
deletions, such as, e.g., deletion of amino acids 1-181, 1-182, 1-183, 1-184, or 1-185, 
would behave similarly the toxin-inhibitory SNAP-25 having amino acids 1-180 or 1-186 
deleted. The present specification also discloses that combining the amino-terminal and 
carboxyl-terminal deletions will also produce toxin-inhibitory SNAP-25s. 
The specification further teaches how to generate and test for additional SNAP-25 
variants useful as a toxin-resistant SNAP-25 or a toxin-inhibitory SNAP-25. See, e.g., 
pg. 23, lines 23-27 disclosing exocytosis assays; pg. 33, lines 5-8 disclosing treatment 
effect assays; pg. 33, line 18 through pg. 34, line 28 disclosing peptide synthesis 
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techniques; pg. 38, lines 25- 29 disclosing mutagenesis techniques; pg. 38, line 14 
through pg. 45, line 14 disclosing DNA cloning and protein expression techniques. In 
addition, Examples 1 and 2 of the present specification illustrate how to use these 
disclosed techniques to generate and test for SNAP-25 variants useful as a toxin- 
resistant SNAP-25 or a toxin-inhibitory SNAP-25. 



Examiner's Response to Applicant's Arguments: 

B) The Examiner accepts that the specification teaches numerous examples 
of SNAP-25. However the specification does not teach structural limitations of SNAP- 
25. Applicant's arguments have been considered but are not found to be persuasive in 
view the fact that it is known in the art for nucleic acids as well as proteins, that even a 
single nucleotide or amino acid change or mutation can destroy the function of the 
biomolecule in many instances, albeit not in all cases. The effect of these changes are 
largely unpredictable as to which one have significant effect versus not. Therefore, the 
Applicants multitude of structural limitations taught in the specification distinguishing 
identifying characteristics of a toxin-resistant SNAP-25 or a toxin-inhibitory SNAP-25, in 
the form of amino acid substitutions, deletions and insertions, also taught by the present 
specification results in an unpredictable and therefore unreliable correspondence of 
SNAP-25 and known function and therefore lacks support regarding utility and/or 
enablement. Several publications document this unpredictability of the relationship 
between sequence and function, albeit that certain specific sequences may be found to 
be conserved over biomolecules of related function upon a significant amount of further 
research. See the following publications that support this unpredictability as noting 
certain conserved sequences in limited specific cases: Gerhold et al [BioEssays, 
Vol.18, pages. 973-981 {1996}]. Therefore, the claim invention thus the claims do not 
meet the written description requirement the rejection is maintained. 



Claim Rejections Maintained 
35 USC §102 
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The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a 
foreign country or in public use or on sale in this country, more than one year 
prior to the date of application for patent in the United States. 

4. The rejection of claims 48, 50, 53-55, 57-62 and 69-70 under 35 U.S.C. 102(b) 
as being anticipated by anticipated by Carroll et al US Patent No. 5,599,539 Date 
February 4, 1997 is maintained for the reason set forth in the previous office action. 
Applicant arguments: 

A) First, the Applicants respectfully disagree with the Examiner's 
interpretation of the meaning for the term "SNAP-25." As pointed out by the Examiner, a 
polypeptide variant includes insertions, deletions, conservative substitutions and/or non- 
conservative substitutions. See present specification at pg. 19, lines 16-18. However, in 
the preceding paragraph, the specification indicates that a "toxin-resistant SNARE or 
toxin-inhibitory SNARE may be a variant, fragment, derivative or fusion of a naturally 
occurring SNARE with the required or preferred properties as set out above." See 
present specification at pg. 19, lines 12-14. As such, a toxin-resistant SNARE derived 
from a variant sequence of a naturally occurring SNARE or a toxin-inhibitory SNARE 
derived from a variant sequence of a naturally occurring SNARE must possess required 
or preferred properties as defined by the present specification. For example, one 
required property a toxin-resistant SNARE or a toxin- inhibitory SNARE is that these 
SNAREs must in fact be SNAREs. This requirement is self- evident from the plain 
meaning of the term "SNARE" as used in the present specification and by a person of 
ordinary skill in the art. As such, the Applicant's respectfully submit that the Examiners 
interpretation of the term "SNAP-25" to mean any protein, including non- SNARE 
proteins, is untenable. 

B) Second, according to MPEP § 2131 , for a reference to anticipated a 
pending claim, that reference must teach each and every element of the pending claim. 
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The Carroll patent discloses methods of "treating humans and animals intoxicated with 
a bacterial toxin by oral administration of antitoxin raised against the toxin." See, col. 3, 
lines 27-29; and col. 4, lines 21-23. The Carroll patent indicates that a preferred toxin 
includes BoNT/A, BoNT/B, BoNT/C1, BoNT/D, BoNT/E, BoNT/F, and BoNT/G. See, col. 
4, lines 45- 47; and Table 1 . The antitoxin antibodies are obtained through immunization 
of mammals or non-mammals using an antigen. See. col. 4, lines 26-36; and Example s 
1 & 3. Thus, the Carroll patent discloses methods of treating poisoning by a clostridial 
toxin in a patient by administering anti-clostridial toxin antibodies to a patient in need 
thereof. 

Amended Claims 48 and 50 are directed towards a toxin-resistant SNAP-25 or a 
toxin- inhibitory SNAP-25 "capable of performing substantially the equivalent function to 
a naturally-occurring SNAP-25." As such, the anti-clostridial neurotoxin antibodies 
disclosed in the Carroll patent do not anticipate presently claimed methods because 
anti-clostridial neurotoxin antibodies are incapable of performing substantially the 
equivalent function to a naturally-occurring SNAP-25 

Thus, the Applicants respectfully submit that the Carroll patent does not teach a toxin- 
resistant SNAP-25 or a toxin-inhibitory SNAP-25 as presently claimed because the anti- 
clostridial neurotoxin antibodies disclosed in the Carroll patent are 1) not SNAP-25 
molecules; and 2) are incapable of performing substantially the equivalent function to a 
naturally-occurring SNAP-25. 

Applicant's arguments have been successfully considered and deemed non- 
persuasive. 

Examiner's Response to Applicant's Arguments: 

A) Examiner's disagree with assertion that the meaning for the term "SNAP- 
25." (see specification pg. 19 lines 15-27). 

B) Examiner accepts that the Carroll patent discloses methods of "treating 
humans and animals intoxicated with a bacterial toxin by oral administration of antitoxin 
raised against the toxin." See, col. 3, lines 27-29; and col. 4, lines 21-23. The Carroll 
patent indicates that a preferred toxin includes BoNT/A, BoNT/B, BoNT/C1, BoNT/D, 
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BoNT/E, BoNT/F, and BoNT/G. See, col. 4, lines 45- 47; and Table 1. The antitoxin 
antibodies are obtained through immunization of mammals or non-mammals using an 
antigen. See. col. 4, lines 26-36; and Example s 1 & 3. Thus, the Carroll patent 
discloses methods of treating poisoning by a clostridial toxin in a patient by 
administering anti-clostridial toxin antibodies to a patient in need thereof. 

Examiner accepts amended Claims 48 and 50 are directed towards a toxin- 
resistant SNAP-25 or a toxin- inhibitory SNAP-25 "capable of performing substantially 
the equivalent function to a naturally-occurring SNAP-25." 

Examiner disagrees that the anti-clostridial neurotoxin antibodies disclosed in the 
Carroll patent do not anticipate presently claimed methods because anti-clostridial 
neurotoxin antibodies are incapable of performing substantially the equivalent function 
to a naturally-occurring SNAP-25. 

Carroll et al teach a method of treating and preventing poisoning by a clostridial 
toxin in a patient (infant and adult) in need thereof, the method comprising the step of 
administering an effective amount of a toxin-resistant SNAP-25 (antitoxin) or a toxin- 
inhibitory SNAP-25 (antitoxin) to the patient and thus this limitation of antitoxin 
correlates with the teachings of the specification of SNAP-25 (i.e. any protein) (see 
specification pg. 19 lines 15-27). Carroll et al teach that a toxin-resistant SNAP-25 
(antitoxin) inherently is a SNAP-25 toxin-resistant is a SNAP-25 capable of performing 
substantially the equivalent function to a naturally occurring SNAP-25, but resistant to 
proteolysis by the clostridial toxin, wherein the toxin-inhibitory SNAP-25 is a SNAP-25 
capable of inhibiting the protease activity of the clostridial toxin, wherein administration 
of the toxin-resistant SNAP-25 or the toxin-inhibitory SNAP-25 produces a clinically 
useful or significant reduction in a symptom of poisoning caused by the clostridial toxin 
in the patient suffering from clostridial toxin poisoning, wherein the clostridial toxin is a 
botulinum toxin type A, wherein the clostridial toxin is botulinum toxin type C1 , wherein 
the clostridial toxin is botulinum toxin type E, wherein the clostridial toxin poisoning is 
botulism (see abstract, column 3 lines 25-67, column lines 1-10 lines 24-57, column 5 
lines 61-67, column 7 lines 9-31 see claims columns 21-22). Therefore, Carroll et al 
meet the limitation of the instant claims. 
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As outlined previously, the instant claims are to drawn to a method of treating 
and preventing poisoning by a clostridial toxin in a patient in need thereof, the method 
comprising the step of administering an effective amount of a toxin-resistant SNAP-25 
or a toxin-inhibitory SNAP-25 to the patient, wherein the toxin-resistant SNAP-25 is a 
SNAP-25 resistant to proteolysis by the clostridial toxin, wherein the toxin-inhibitory 
SNAP-25 is a SNAP-25 capable of inhibiting the protease activity of the clostridial toxin, 
wherein administration of the toxin-resistant SNAP-25 or the toxin-inhibitory SNAP-25 
produces a clinically useful or significant reduction in a symptom of poisoning caused by 
the clostridial toxin in the patient suffering from clostridial toxin poisoning. 

Carroll et al teach a method of treating and preventing poisoning by a clostridial 
toxin in a patient (infant and adult) in need thereof, the method comprising the step of 
administering an effective amount of a toxin-resistant SNAP-25 (antitoxin) or a toxin- 
inhibitory SNAP-25 (antitoxin) to the patient and thus this limitation of antitoxin 
correlates with the teachings of the specification of SNAP-25 (i.e. any protein) (see 
specification pg. 19 lines 15-27). Carroll et al teach that a toxin-resistant SNAP-25 
(antitoxin) inherently is a SNAP-25 resistant to proteolysis by the clostridial toxin, 
wherein the toxin-inhibitory SNAP-25 is a SNAP-25 capable of inhibiting the protease 
activity of the clostridial toxin, wherein administration of the toxin-resistant SNAP-25 or 
the toxin-inhibitory SNAP-25 produces a clinically useful or significant reduction in a 
symptom of poisoning caused by the clostridial toxin in the patient suffering from 
clostridial toxin poisoning, wherein the clostridial toxin is a botulinum toxin type A, 
wherein the clostridial toxin is botulinum toxin type C1, wherein the clostridial toxin is 
botulinum toxin type E, wherein the clostridial toxin poisoning is botulism (see abstract, 
column 3 lines 25-67, column lines 1-10 lines 24-57, column 5 lines 61-67, column 7 
lines 9-31 see claims columns 21-22). 

As to dependent claims 57-61 , the method of Carroll et al would inherently teach 
a toxin-resistant SNAP-25 or a toxin-inhibitory SNAP-25 comprising a replacement of a 
residue equivalent to residue 197 of full length SNAP-25 by a residue other than Q, a 
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toxin-resistant SNAP-25 or a toxin-inhibitory SNAP-25 comprising a replacement of a 
residue equivalent to residue 198 of full length SNAP-25 by a residue other than R, 
wherein a residue equivalent to residue Q197 of full length SNAP-25 is replaced, by a 
residue selected from the group consisting of A, K and W, wherein the residue 
equivalent to R198 of full length human SNAP-25 is replaced by a residue selected from 
the group consisting of A, T, K, H and W. Carroll et al would inherently teach a toxin- 
resistant SNAP-25 capable of performing substantially the equivalent function of a 
SNAP-25 endogenously present in a patient because SNAP-25 is a variant as 
described in the specification with insertions, deletions and substitutions and would also 
inherently be capable of performing substantially the equivalent function of a SNAP-25 
in the absence of evidenced to the contrary (see specification pg. 19 lines 15-27). 

5. The rejection of claims 48, 53, 57-62 and 69 under 35 U.S.C. 102(b) as being 
anticipated by anticipated by Roland et al 1986 CMAJ, Vol. 135 pgs. 130-131 is 
maintained for the reason set forth in the previous office action. 

Applicant arguments: 

A) The Roland reference discusses the case history of an infant diagnosed with 
botulism. Initially believing the infant had an infection, health care providers 
administered the patient ampicillin and gentamicin. See pg. 130, col. 1, l[ 1, lines 3-7. 
However, 20 minutes after administering the antibiotics, the infant's condition worsen 
and assisted ventilation was required. See pg. 130, col. 1, l[ 1, lines 7-9. Subsequently, 
examination of stool samples revealed the presence of BoNT/A bacteria and toxin and a 
diagnosis of infant botulism was made. See pg. 130, col. 2, l[ 2, lines 1-7. The Roland 
reference indicated that the infant slowly recovered over two months with supportive 
treatment. See pg. 130, col. 2, I paragraph 2, lines 7-8. 

First, as discussed above, amended Claims 48 and 50 are directed towards a 
method of treating or preventing poisoning by a Clostridial toxin in a patient in need 
thereof. The Roland reference does not anticipate the presently claimed methods 
because ampicillin was administered to treat an infection in a patient in need thereof 
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and not Clostridial toxin in a patient in need thereof, In fact, the Roland reference 
indicates that administering the antibiotics worsen the patient's condition when it 
states"[t]reatment with aminoglycosides for suspected infection, as in our patient, may 
have worsen the clinical picture." See pg. 130, col. 2, 1] 4, line 1 through pg. 131, col. 1, 
I] 1 , line 2. As such, the method of treating an infection disclosed in the Roland 
reference does not anticipate presently claimed methods because treating a patient with 
ampicillin neither treats nor prevents poisoning by a Clostridial toxin. 

B) The use of ampicillin as disclosed in Roland reference does not anticipate the 
toxin- resistant SNAP-25 or toxin-inhibitory SNAP-25 presently claimed. Ampicillin is a 
1 3-Lactam antibiotic that functions as a bactericide by inhibiting the synthesis of the 
peptidoglycan layer of bacterial cell walls. As discussed above, the term SNAP-25 does 
not mean any protein and amended Claims 48 and 50 are directed towards a toxin- 
resistant SNAP-25 or a toxin- inhibitory SNAP-25 "capable of performing substantially 
the equivalent function to a naturally-occurring SNAP-25." As such, ampicillin disclosed 
in the Roland reference does not anticipate presently claimed methods because 
ampicillin is incapable of performing substantially the equivalent function to a naturally- 
occurring SNAP-25. 

Thus, the Applicants respectfully submit that the Roland reference does not 
teach a toxin- resistant SNAP-25 or a toxin-inhibitory SNAP-25 as presently claimed 
because 1 ) the Roland reference does not disclose a method to treat or prevent 
poisoning by a Clostridial toxin and 2) ampicillin is not a SNAP-25 molecule and is 
incapable of performing substantially the equivalent function to a naturally-occurring 
SNAP-25. 

Applicant's arguments have been successfully considered and deemed non- 
persuasive. 

Examiner's Response to Applicant's Arguments: 
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A) Examiner accepts that the Roland reference discusses the case history of an 
infant diagnosed with botulism. Initially believing the infant had an infection, health care 
providers administered the patient ampicillin and gentamicin. See pg. 130, col. 1, l[ 1, 
lines 3-7. However, 20 minutes after administering the antibiotics, the infant's condition 
worsen and assisted ventilation was required. See pg. 130, col. 1, l[ 1, lines 7-9. 
Subsequently, examination of stool samples revealed the presence of BoNT/A bacteria 
and toxin and a diagnosis of infant botulism was made. See pg. 130, col. 2, l[ 2, lines 1- 
7. The Roland reference indicated that the infant slowly recovered over two months with 
supportive treatment. See pg. 130, col. 2, 1 paragraph 2, lines 7-8. 

Examiner accepts that amended Claims 48 and 50 are directed towards a 
method of treating or preventing poisoning by a Clostridial toxin in a patient in need 
thereof. The Roland reference does not anticipate the presently claimed methods 
because ampicillin was administered to treat an infection in a patient in need thereof 
and not Clostridial toxin in a patient in need thereof. In fact, the Roland reference 
indicates that administering the antibiotics worsen the patient's condition when it 
states"[t]reatment with aminoglycosides for suspected infection, as in our patient, may 
have worsen the clinical picture." See pg. 130, col. 2, paragraph 4, line 1 through pg. 
131, col. 1, paragraph 1, line 2. 

Examiner disagrees that the method of treating an infection disclosed in the 
Roland reference does not anticipate presently claimed methods because treating a 
patient with ampicillin neither treats nor prevents poisoning by a Clostridial toxin. 

Roland et al teach a method of treating poisoning by a clostridial toxin in a patient 
(infant) in need thereof, the method comprising the step of administering an effective 
amount of a toxin-resistant SNAP-25 (ampicillin) or a toxin-inhibitory SNAP-25 
(ampicillin) to the patient and thus this limitation of ampicillin correlates with the 
teachings of the specification of SNAP-25 (i.e. any protein) (see specification pg. 19 
lines 1 5-27). Roland et al teach that a toxin-resistant SNAP-25 (ampicillin) inherently is 
a SNAP-25 resistant to proteolysis by the clostridial toxin, wherein the toxin-inhibitory 
SNAP-25 (ampicillin) is a SNAP-25 (ampicillin) capable of inhibiting the protease 
activity of the clostridial toxin, wherein administration of the toxin-resistant SNAP-25 or 
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the toxin-inhibitory SNAP-25 (ampicillin) produces a clinically useful or significant 
reduction in a symptom of poisoning caused by the clostridial toxin in the patient 
suffering from clostridial toxin poisoning, wherein the clostridial toxin is a botulinum toxin 
type A, wherein the clostridial toxin poisoning is botulism (see Case Report). 

B) Examiner disagrees that the use of ampicillin as disclosed in Roland reference 
does not anticipate the toxin- resistant SNAP-25 or toxin-inhibitory SNAP-25 presently 
claimed. Examiner disagrees that the term SNAP-25 does not mean any protein. 
Examiner interprets SNAP-25 to mean any protein thus capable of performing 
substantially the equivalent function to a naturally occurring SNAP-25 (i.e. any protein), 
(see specification pg. 19 lines 15-27). 

As outlined previously, the instant claims are to drawn to a method of treating 
and preventing poisoning by a clostridial toxin in a patient in need thereof, the method 
comprising the step of administering an effective amount of a toxin-resistant SNAP-25 
or a toxin-inhibitory SNAP-25 to the patient, wherein the toxin-resistant SNAP-25 is a 
SNAP-25 resistant to proteolysis by the clostridial toxin, wherein the toxin-inhibitory 
SNAP-25 is a SNAP-25 capable of inhibiting the protease activity of the clostridial toxin, 
wherein administration of the toxin-resistant SNAP-25 or the toxin-inhibitory SNAP-25 
produces a clinically useful or significant reduction in a symptom of poisoning caused by 
the clostridial toxin in the patient suffering from clostridial toxin poisoning. 

Roland et al teach a method of treating poisoning by a clostridial toxin in a patient 
(infant) in need thereof, the method comprising the step of administering an effective 
amount of a toxin-resistant SNAP-25 (ampicillin) or a toxin-inhibitory SNAP-25 
(ampicillin) to the patient and thus this limitation of ampicillin correlates with the 
teachings of the specification of SNAP-25 (i.e. any protein) (see specification pg. 19 
lines 1 5-27). Roland et al teach that a toxin-resistant SNAP-25 (ampicillin) inherently is 
a SNAP-25 resistant to proteolysis by the clostridial toxin, wherein the toxin-inhibitory 
SNAP-25 (ampicillin) is a SNAP-25 (ampicillin) capable of inhibiting the protease 
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activity of the clostridial toxin, wherein administration of the toxin-resistant SNAP-25 or 
the toxin-inhibitory SNAP-25 (ampicillin) produces a clinically useful or significant 
reduction in a symptom of poisoning caused by the clostridial toxin in the patient 
suffering from clostridial toxin poisoning, wherein the clostridial toxin is a botulinum toxin 
type A, wherein the clostridial toxin poisoning is botulism (see Case Report). 

As to dependent claims 57-61, the method of Roland et al would inherently teach 
a toxin-resistant SNAP-25 or a toxin-inhibitory SNAP-25 comprising a replacement of a 
residue equivalent to residue 197 of full length SNAP-25 by a residue other than Q, a 
toxin-resistant SNAP-25 or a toxin-inhibitory SNAP-25 comprising a replacement of a 
residue equivalent to residue 198 of full length SNAP-25 by a residue other than R, 
wherein a residue equivalent to residue Q197 of full length SNAP-25 is replaced, by a 
residue selected from the group consisting of A, K and W, wherein the residue 
equivalent to R198 of full length human SNAP-25 is replaced by a residue selected from 
the group consisting of A, T, K, H and W. Carroll et al would inherently teach a toxin- 
resistant SNAP-25 capable of performing substantially the equivalent function of a 
SNAP-25 endogenously present in a patient because SNAP-25 is a variant as 
described in the specification with insertions, deletions and substitutions and would also 
inherently be capable of performing substantially the equivalent function of a SNAP-25 
in the absence of evidenced to the contrary (see specification pg. 19 lines 15-27). 



New Grounds of Rejection 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out 

and distinctly claiming the subject matter, which the applicant regards as his 

invention. 
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6. Claim 48 and 50 independent claims, and all dependent claims 53-55, 57-60, 62, 
69-70, 73, and 75 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

As to claims 48 and 50 independent claims, and all dependent claims 53-55, 57- 
60, 62, 69-70, 73, and 75, the term "substantially" is a relative term, which renders the 
claims indefinite. The term "substantially" is not defined by the claim, the specification 
does not provide a standard for ascertaining the requisite degree, and one of ordinary 
skill in the art would not be reasonably apprised of the scope of the invention. 

Conclusion 

Status of the Claims 

7. No claims are allowed. 

8. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nina A. Archie whose telephone number is 571-272- 
9938. The examiner can normally be reached on Monday-Friday 8:30-5:00p.m.. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner 
supervisor, Jeffrey Siew can be reached on 571-272-0787. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 



Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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